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This report is the international |)rcliminary examination rcjirtrl. esahlishcd by this Iniernalional Preliminary Examining Authority 
under Article 35 and transmitted to the applicant according to Article Mi. 



This REPORT consists ol a lolal of 



sheets, including this cover sheet. 



sheds, as follow s: 



This report is also accompanied hv ANNEXES. comprising: 

t.wnt la the ujipiifitnt ami to thv hiirnkitiimtil Httirau) a total of 

□ sheets of the description, claims ami/or drawings w hich have been amended awl are the basis lor this re|>ori and/or 
sheds containing tvetifications authorized hy this Aolhorily (sec Rule 71) Id ami Section b07 of the Administrative 
Instructions) 



□ 



sheets which supersede earlier sheets, hut which this Authority considers contain an amendment thai goes beyond 
the disclosure in the international application as filed, as indicated in item -4 of Box No. I and the Supplemental 

Box. 



(win ((■ iAc Imemaiimal llumiti only! a total of (indicate (y|ie and number of electronic carricrtsl) 

1 Disc 



. containing a sequence listing and/or tables 

related thereto, in computer readable lorm only, as indicated in the Supplemental Box Relating to Sequence Listing (sec 
Section (it'2 of the Administrative Instructions). 



This rc|K>rl contains indications relating to the following items: 

Basis of the report 
Priority 

Non-cslablishment of opinion with regard to novelty, inventive step and industrial applicability 
Lack of unity of invention 

Reasoned statement under Article .V>(2) with regard to novelty, inventive step or industrial a|>pjicabililv. 
citations and explanations supi>oning such statement 

Certain documents cited 

C ertain defects in the international application 

Certain observations on the international application 
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□ 


Box No. 11 


□ 


Box No II) 


□ 


Box No. IV 




Box No. V 




Box No. VI 


□ 


Box No. VII 


□ 


Box No. VIII 
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Name and mailing address of Ihc IPE.VJP 
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INTERNATIONAL I'RKUMINARY RKl'ORT ON I'ATKNTA B ILITV 



International application No 

PCT/JP2004/005152 



Box No. I 



liuqsoflhi' report 



With regard to the language, this rc|X>rl is based on Ihc international application in the language in which ii was filed, unless otherwise 
indicated under this item. 



This report is based on translations from the original lanp ujge into the lollowing 
language of a translation furnished forthepur|»sc.sof: 



f"~*l This report i 
*—* which is the 

EZ] inlernalional se;u-eh(Rtile 12.3 and 2.V it hit 

I I publication ol the international a|i|>licalion iKulc 12 4) 

I I international preliminary examination (Rule 55.2 and/or 55.?) 



With regard to the dements of the internaliniuil application, this report is based on (replucenicnt sheets whnii hue bmi j'imushrtl to the 
recrinng (Jfiiee in resjionse to on iimutiion muler Article U ure referred to in this report us "ori^nuilly filed" tind tire noi inmexed li> 
this report): 

1X1 the international application as originallv filed/furnished 
□ the description: 



paces _ 

pages* 

paces 4 

I I the claims: 



as originally filed/furnished 



received by this Authority on 
received by this Authority on 



as originally filed/furnished 



nos* 
nos. 11 
nos.* 



as amended (together with any statement) under Article I') 



received by this Authority on 
received by this Autrtorily on 



I I the drawings: 

sheets 

sheets'' 

sheets 1 



as originally filed/furnished 



received by this Authority on 
received by this Authority on 



I/SI a sequence listing and/or any related lahletsi - see Supplemental Box Relating to Sequence Listing 
I I The amendment s have resulted in the cancellation of: 

the description, pages 

1 1 the claims, nos. 

the drawings, sheels/fics | 



Ihc sequence listing {specify); 



□ 

□ any lable(s) related to sequence listing (sperijy): 



□ This report has been established as if (some of) the amendments annexed In this rc|xwl and listed below had not been made, since 
they have been considered lo no beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 711.2(c)). 

1 I the description, pages 

the claims, nos. 

□ 

Ihc draw ings, shceis/fics 

□ the sequence listing (specify): 

1 1 any tabids) related to sequence listing (sperifyf. 

If item 4 applies, some or nil of those sheets nun be marked 'superseded. " 
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INTERNATIONAL PRELIMINARY REPORT ON PATENTABILITY 



International application No 

?CT7 JP2004/005152 



Box No. V Reasoned statement under Article 35(21 with regard In novcllv. inventive step or industrial applicability: 

citations and explanations- aipporllnu airli statement 

I. Statement 

Novell) (N) 

Inventive ste|i(ISt 

Industrial applicability (IAi 



Claims 1-14 
Claims 



Claims 

Claims 1-14 



Claims 1-14 
Claims 



YES 
NO 

YES 
NO 

YES 
NO 



Citations and explanations (Role 711.7) 

Document I : Hudson P. .1. el al.. High avidity seFv mull'miers: diabodies and Iriabodies. J Immunol 
Methods. J 999. Vol. 23 1 . pages 1 77-189 

Document 2: Koni A. A. el al.. Dinteric and trimeric antibodies: high avidity scFvs for cancer 
targeting, Biomol Eng. 2001 . Vol. 18. pages 95-108 

Document 3: Xiong D. el al.. Efficient inhibition of human B-cell lymphoma xenografts with an anti- 
CD20 x ami-CD3 bispecific diabody. Cancer Felt. 2002. Vol. 1 77. pages 29-39 

Document 4: Matsuoka S. el al.. A novel type of cell death of lymphocytes induced by a monoclonal 
antibody without participation of complement. .1 Exp Med. 1995. Vol. 181. pages 2007-2015 

Document 5: Fayen J. el al.. Negative singalling by anti-HLA class 1 antibodies is dependent upon 
iwo triggering events. Int Immunol. 1998, Vol. 10. pages 1347-1358 

Document 6: Wondle E. S. et al.. Anti-human class I M11C antibodies induce apoptosis by a pathway 
that is distinct from the Fas antigen-mediated pathway. J Immunol, 1997, Vol. 158. pages 2156-2164 

Document 7: Tahtis K. et al., Biodislribulion properties of (1 1 1 )indium-labeled C-I'unciionalized 
Irans-cyclohexyl dielhylenetriaminepenlaaceiic acid humanized 3S193 diabody and F(ab')(2) 
constructs in a breast carcinoma xenograft model. Clin Cancer Res. 2001 . Vol. 7, pages 1061-1072 

Document 8: Rossi E. A. el al.. Development of new multivalent -bispecific agents for pretargeting 
tumor localization and therapy. Clin Cancer Res. 2003. Vol. 9. pages 3886S-3896S 

The subject matters of claims 1-7 do not appear to involve an inventive step in view of 
documents J -8 cited in the I.SR. 

Documents 1 -3 respectively are considered to disclose that efficient crosslinking of two 
antigens can be performed by the use of a diabody. Documents 4-6 respectively are also considered 
to disclose that various anti HLA antigens are able to induce apoptosis in various cells (for example. 
T cells and B cells) by crosslinking with a target cell surface antigen. Furthermore, that a diabody 
having a given CDR can be produced by using a variable region of a humanized antigen having the 
given CDR introduced therein had been well known prior to the filing dale of the present application, 
as described in documents 7 and 8. 

So. in the inventions described in documents 4-6. a person skilled in the an could have easily 
conceived of attempting to employ the diabixly described in documents 1-3 to achieve efficient 
crosslinking with an antigen on ihe surface of a target cell for (he purpose of efficiently inducing 
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international a|>plica)ion No 


INTERN ATIONAL PRELIMINARY REPORT ON PATENTABILITY 


PCT/JP2004/005152 



lt<iv Nil V Reasoned statement under Article 35(2) will) retard In novelty, Inventive step or industrial applicability; 



citations and explanations snpporliliu such statement 

apoptosis. 

In so doing, a person skilled in the art could have, as a matter of course, produced and 
employed a diahody having a CDR derived from an anti-HLA antigen, since the inventions described 
in documents 4-6 induce apoptosis by the use of an anti-HLA antigen. In addition, as the anti-HLA 
antigen from which the said CDR is derived, a person skilled in the art could have accordingly 
employed an appropriate anti-HLA antigen selected from a group of anti-HLA antigens acquired by 
a given well-known technique. 

Therefore, the subject matters of claims 1-7 of the present application incorporating such a 
constitution are not considered 10 assure an especially superior effect in cytotoxic activity or 
antitumor effect to the inventions described in documents 1-8. 



The subject mailers of claims 8-14 do not appear to involve an inventive step in view of 
documents 1-8 cited. 

employing the aforesaid diabody for an apoptosis-indueing agent, antitumor medicine, and 
autoimmune disease therapeutic agent is a mailer that a person skilled in the art could have easily 
conceived as required. 

In addition, incorporating such a constitution into the subject matters of claims 1-7 of the 
present application is not considered to assure an especially superior effect in cytotoxic activity or 
antitumor effect to the inventions described in documents 1-8 either. 
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INTERNATIONAL PRELIMINARY REPORT ON PATENTABILITY 



International application No. 

PCT/JP2004/005152 



Box No. VI 



Certain documents oiled 



I. Certain |nihlished documents (Rule 7(1 ID) 

Application No. 
Patent No 

WO 04/033499 Al 
[EX J 



Publication dale 
( fay/nnwth/xvtirf 

22.04.2004 



Filing dale 
(<\ay/iuonth/yrar) 

10.10.2003 



Priority dale (valid claim) 
( t It n/monl Wvt'iir ) 



11.10.2002 



Non-written disclosures (Rule 7(1.91 

Kind of non-written disclosure 



Dale of non-written disclosure 
iAay/monlh/ytnr) 



Date of written disclosure 
referring to non-written disclosure 
Ukix/moniWyi-tirt 
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INTERNATIONAL PRELIMINARY REPORT ON PATENTABILITY 



Intcrnaiiorwit application Na 

PCT/JP2004/005152 



Supplemental Kclul!nf> In Sequence U«lln|> 



Continuation of Hox No. 1, ilcni 2: 

I With regard Hi any nucleotide and/or amino acirl sequence disclosed in the inlcrnalional application ami necessary In Ik- claimed invention, 
this report was established on the basis of: 

a lyix- ol material 

13 a sequence listing 

I I tablets) rc! 



hle(s) related to thr sequence listing 
formal of material 

I I in written formal 

[^3 in computer readable form 

time of filing/furnishing 

I I ronlained in the international application as filed 

1X1 filed together « illl the international application in rom|Hller readable form 

I I furnished subsequently to Ihis Authority for the |>ur|Hises of search and/or exontinalinn 

I I received by this Authority as an amendment' 1 on 



In addition, in the case that more lhan one version or copy of a sequence li ning and/or tablets) relating thereto has been filed or 
furnished, the required statements that the information in tin- subsequent or additional copies is identical to that in the application as 
filed or docs not go beyond the application as filed, as appropriate, were famished. 



Additional comments: 



Ifitnn V i/i Box No. I applies, the listing and/or lublr(s) related thereto, which form part of the bans ly'lhr report, uuiy be murked 
"superseded. " 
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